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*ffiM«. 1992^12^ 15Blc)^mmflrlCtiim^tltz)^tmtiim^^Q7mo, 378 
^tamit. ^m±m^m^m^^h(Om^^^An5n6, GM28485, HL23586,St>* 

GM37696 i oTgi3^wfcgit^Sft;^c. ^mmmci. ^mmizmi.x±t 

Lfi^Ef^M^ L-fe5(Glausere,. , Lancet, 338:732-736, 1991:Bone, Chest, 100:802 
-808,1991), ifyj^mi^mm<D])yf.^m (^i^Kh#^>^. LPS) (i, ^yA 
lttt»CJfiL3mB#{c«^$tu^ j; 5 ^.c*ffliiSttS^S25:OJ^a^^S^K^^t® r-f (Gla 
userfe. , tfrS; Ulevitchi Tobias, Curr. Opln, Immunol. 6:125-130, 1994)„ 

/'Mmm<Dmmt. h.m^ ^-^^-^mRnm^ ^^^<-^ K5r# 5 mm- j; o t l p s 

f^^&^g^-rS (Ulevitch iTobias, Hllffi, 1994; Tobias Am. J. Respir. Cell Mol. B 
iol., 7:239-245, 1992)o y (LBP) . i-f£t>h. LPS 



LBP/cDi 4^jc#Ms§{i, ±M^m0ki<¥(DTxmm^xh^ . mum 

'^it^mm-r:^ (Schumann h. , Science, 249: 1429-1433, 1990;Wright ib. , Scienc 
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6,249:1431-1433, 1990), CD14f4, ^' ^'yjV^ ± y y 

m/M.m^K^m\^^l^y<^m (sCD14) .tb■ra^^tiJ$tt5(Ulevitch t 
Tobias, mm, 1994 ; Tobias P>. , M^, 1992;Pugin h. , Proc. Natl. Acad. Sci. USA, 9 
0:2744-2748,1 993a) „ L P S d^m C D 1 4 tC^tg^l-^ i . mmt-mmtl.. 
^m^m>!t':^^ti±jjSL-r^{mevitch iTobias, tflJI, 1994)„ l^^lfflJiS. ±.&m 

LT^^/^^^;iS. -BT^ttCD 1 4 - L P S^-^^JtSJSt-^ (Puginfe. , tfrffl, 1993 
a;Frey fc- , J. Exp. Med. , 176: 1665-1671, 1992)„ hV Smmi^n^^CD 1 

iJ:iLffi{cM-f-Sftac^#ct'-L^^®^(n,ulticenter trial) ^:l^oV^T. 
mmi±mmm^ik&(D^^(Dmm(DmmX^h?b r <t ^JJWBJ L^c (Bone, Arch. Inter 
n. Med., 154:26-34. 1994)„ ^ 7 i.|»14*IBM(^ J; S^AjEt^Wl^S^fJ r (7320^F«1T' 

^ifefe-ST'fe^ 5 (Bone, mm, 1994;SchabergP>. , Am. J. Med. , 91:72S-75S, 1991), 

Btf^,i994)„ m^t£^'^ j.mmiimwt-^^m\.tLmmm.. j^-a^mm\.f:immm 
mmt. -?^^K^yi;vxf4y^7^^3^^) ■wm^mn^^^'^ 

TV^5(Chin <bKostura,J. Immunol., 151:5574-5585, 1993;Mattson e>.,FEMS Imm 
un. Med. Microbiol. , 7:281-288, 1993;Rotta, Z. Immunol. -Forsch, Bd. , 149-230-244 

,1975), L;i^L. m%mmmmKm\^x. 

1-16, 1992) J; 5 i:. *ii6D*ffliia|gi§KMii&^>. »^Jg^<Jr^f£(i-5«3t_ho 
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acterium tuberculosis) {Cft5l$t" -5 i) :*fT 7 tV (LAM) CDl 
4^ic#^;d^XA(CJ;o-tt h ^^Ifflii&m ^©ftf b-f- S <!: V ^ 9 «^ (Zhang h..J. 

Clin. Invest., 91: 2076-2083. 1993) tA^f^, ^'^mm^^m-r^T'-^ii 
^hiC. Espevik ?5<^i5^/l'— :7°(Eur. J. Immunol., 23:255-261, 1993;0tterl 

ei h. , infect. Immun. , 61 : 1917-1925, 1993) fi, ^mMM. IJiJ^fiC D 1 4 

ia^=- (TNF) (Dmm^^K h^mm^i^(DT-vhP sm^TNFikm^nm-r^ 

l^$tLfc(Heumann6). , Infect. Immun. , 69:2715-1721, 1994),, 

p>tcp^{cgg*-r5/cfeir, CD 1 4m\±mfi^^RxfcD 1 4i^i4^fla^<;5rti. 

o i^'^AI^tt^ffflS^PMil^tC ioTt-LAMtdJcoTt. IfflJIS^dS C D 1 4 

Lpstt. ^yj^mmksk&mco. m^. ^m^mA^m^mmmm (ard 
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S) ^^^-r?>tt(D. t f^«^^^S''<CllHt?fc5i#;tfcnTV>5(van Dev 
enter , Lancet, 1 :605, 1988;Ziegler h..J. Infect. Dis. , 136:19-28, 1987)„ 
^Jx.«. h^^>X'h?>mmm?Em^a/ (TNF) 

ere>. , N. Eng. J. Med. , 316:379, 1987),, ^^^^T^yTS^c^LPS^VKh^^v^V^Sr 
mm»m:tSJ:Uil htC^a-rSi:, TNF(7)fflit-e-igi4cO;!t^ffi;i.'^C5(Beutl 
er fe. , J. Immunol. , 135:3972, 1985; Mathisont. , J. Clin. Invest. , 81 : 1925, 1988) 

tlerh. , Science, 229:869. 1985;Mathison fe. , J. Chin. Invest. , 81: 1925, 1988) A> 

LPs^}km^^mA-r?>t. i^psav^^mm^^i^y^^m (lbp) t 
mmz^':>x^f$.^ti. h.m^(Dmmi 30-50 ng/mucm-i-^o i^BPitMmm 

<^t ^Rt^'>^^CDMmA^^mm-r^^t^^X^?>(Tobias e,.,J.Exp.Med.,164 
: 777-793, 1986) „ L B P flL P S <7)fliKAffi*|E^Sgi$-f-5 ir (r, m^WmR 

zj^mhA-fmm<oLPs<Dm:)7t. i^M^ptt©. i:i it^mm^m-^i^^mm-r 

5 (Tobias 264: 10867-10871, 1989)„ L B P itmim^mmmycmm^ (BP 

I) <b ^■^^^^X\,^:bLPS^^^:yy<^^t^m^j:mm^N-mmc^i-^(T 
obias h. , mm, 1988)„ B P I (■iPMN(DWm<Dmmi(D'PicWx.htlX\^^^ (Wei 
ssP.., Blood, 69:652-659, 1987)o *^c. B P I fi L P S (^^^ LTj@ig-f±P$|g^ 
ife^-r5r<kt^j;oT^7i.»tt*filK?rS-f-(Weiss^.,J. Immunol . , 132 : 31 09-3 1 

i5,i984)„ BPiir^fls^tr, LBPitvyAmi^mm{cn\^xmmmmmi±^ 

*L.Tfce>-r (Tobias fe., J. Biol. Chem., 263:13479-13481, 1988). $f>{C-?rCOP 
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xm^^fl^55kD(Dm^>y<^m.Xh'0. M02, MY4, 3C10, StK LEUM3*-^A./c 
#^®^ / ^ n --^hy^fet^^CMb) J; o T^.iS!^^;^.^^ CDl 4(^MLT-^®4 

^ KiB?ij(i^^$ttT*j <9 . c D 1 4 5 y mmmumit^fi 

:^^?>*i^$ttTV^-5(FerreroP>., Nucleic Acids Research Vol. , 16:4173, 1988) 

o 



10-505839 

TNFfet^c, TNFj^fetm, nm^CDl Ata^) ^m^XJL\±^y =i \f^.~- 
v-g (sub-combination) ^L.< {i=r >- 1'^.— g X^^^MX-^^-t ^ o 

Ellf4LBP^JELPSi:MO<i: <DimWm^M>^ 5 r i ^rr^-T^ ¥gMO ^ 

MBP) (5 Mg/ml) f4ELPS'°(7?fe-g-^ii5«5/i^^ofc 9) . |g 

III 2 {4 L B P E L P S (DMO^(D^^ii^ El^tf,© L P S^SfC'fe 

5 r <b Sr^-To ELPSfiLPS ^-frSiifCjco T^M 

■€:LT5 /^g/ml©LBPO^^?£TX«^#ffiT-C¥gMOi*{C^Vde:x-<- h 

H 3 (4L P S ©^#lteT-C{4MO;J5L B P Sr^^iSj L^^V^r <b Sr^-f-„ fc-"7t-5=-^ 
SO^;^ hl-r/iS' t-v^:/^^i6-e^S^$tLfcE (EBAV) ^t';?^f=-V'^(^L/cLB P 
t^tC-YV-dr^-?- KL, ELBP?:#fc„ E L B P^^O?E B A V if % t . 

ic^:^^^^- hi-^LPS(Di^-^m^mm^^x. 3 7=^^-2 o^^r^i^^:^^ 
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) ^m^tm&CDm-lgG #feTT% E. ELBP. X«EC3 b i i#(c4 5 

o ELPS'» (0.3 ,/g LPS/3 XlOE) tMO^m^4 V \^X\^^ 

5^4.-^-1 /zg/n.l®LBP^*0;t§-i(c:J:^. ELBP^#fc„ fetE-IgG ^# 
ltT-e©rtt?,E©#«(4^,Z)J;5r'fco^c„ E. #*iti^ (a l ) -o ; EC 
3b i. A I -417 ;ELBP. A I -404„ ^^±6 -^om^ (D^m^^ 



im^i.t^. mm^mo)m^f£±^i,K ^mm^{^±xa)i}:m^iz (HSA-fet 

HSA. MAW X«pr^14f^fflM-t?ft5PMA(CJE£;^LT (^^^i^^) ^g- 

mm<Dm±tmj^^t. (S^V-^^) , LBPM->:.,^4,c^mO;S.'PMA 
^ S 6 tt^y ^ n -:^/^^C D l^mz. j;5LPS-LB Pm^i^^^<D^m^ 

^ LPS. L B p 'Dmxmm^fitzLmsk.^^ii^x.. itm^w\ 

Wl'^miZ.n LTtTofcmA b <D. ;^-^°^vKZ)K««(c*^^t5*^tt^g-g-E L B P 
0 7 tt*ffi|^^0t CD-14mAB;4^LBP-LPS m.^i^<om^ ;i 6 r 
I^SLfc:SK±(c!gatfc„ ^(^|fflflS^i5fe^^L. ELPS'°^*Dx.. #«^SiJ^ 
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0 8 fl L P S ^5 T N F ^/^ i:mmi-^ (15^^ L B P § r t ^Tsi-r 

o •y-v-^mmmta-^^uyy^i^ (pem) *$tt/cMiS®3?^LBP (l 

BP) . ^LfcLBP. [>^>jfiL?fT/V^$^- (BSA) 3J fl ->JJ&i€jfiL» (FC 
S) (D^^rX'LPStmc^^U^i^Vtz. ^LT. fifJfSPEMtJ;^4£fi)cL 
fcTNFOa^aiJ^LfCe 

m9ltLBP^^'^^-t^]) Bn*>Re595 L P S ©#?STXtt^#7S 

c^hy^-^-MfttC^-rSLBP^iSStt^^i^-r^ (Pharmacia, 
Piscataway.N. J. ;;^i5'niy-#-^17-0446-01; Tisy^Tt^ ]) ^-^B g^^ti y^U h >- 
(kD) . '^7 ^xjfiLtf Typy 5 ^ 67kD. :ty<7l^y 5 > 43kD. 2' ^ T V t K 

7--^ 30kD. h y yiy>-mmm 20. IkO, SU^a 7 ^ h T/^:/ 5 V 14. 4 
kD) f±LBP^W!^(7)P©^-v{C^tL5„ LBP;5^LPSt*#-^-r5<tLBP 
(^^f^mm^m^tL. ctoTLPS-LBP^-g-f^OiaScb LT#?£-r-5<t^fc 

; J774fi-v'^7;^^^n7r-i^lfBfl&*J774 ; LR9 ttJ774^^#:LR9 jpffliia ; L929fi 

fet-v.?;^ C D 14IgG F (ab' )M)iXitM:^&'>^^m^(DMm F (ab' 

)2lff;ti:^SRtK$-i±7t. J774|fflfl&SO?LR9 mm(D F AC S^l^(Df^^^^.-r ^' 

EniAfiE-coii 0111 :B4 p sxmm^^ti^ <y ^ n y r -z^mmmj774 

^^■i^^Mmm^±l^^7f:i-VyyX-h^. LPS (D?^(Dm-^(i&%^ ; LP S 
(CO. 25nig/mlfeT;^>>;^CD14IgG JDx.7t^-g-(imH:^P(] ; X'^-to 

lailBfiE.coli 0111:B4 L P SXmmLti-^ ^ u y y ~':^miimm4 
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%^ ; LPSlCO. 25 mg/mlfei;-7e7;;^CD14IgG ^*P;t7'c»-^{i|iH:^^ ; -C^-T 

o 

Hue itB. subt i 1 isSBJiaig-e^iJ^ Lfc-^^;^^i?n:7r - v'^ffliiS^ J774{C j; 5 

la 1 1 D {±B. subt i 1 islfflfla^T'M^ Vfz-r <y ^ y r — v^^JiS* J774'^ Mf* 

mS&mi:L0.25 mg/mlfei^'J';=i.CD14IgG SrAOX-fc^-g-fimH^S) ; "C^-f-o 
Ell2A{4E.coli 0111:B4 L P S '-©^S^ <t LT«. C3H/FeJ •^<>^mmmM 

P SCD^^CO^^^fieAR] ; LPS(c:0.25 mg/mlfet-x- C D 14IgG ^;!)Px.fcJ»-^ 

llI12BfiE.coli 0111:B4 L P S LT(^, C3H/HeJ ■7<y:;^^mmM 

P S(D^<Dm'^i-i&%ffl ; LPS(^0.25 mg/mlfct-^ C D 14IgG ^;!jP^7tJ»-^ 

^(Dm-B-li&AW ; ^Mt^lO. 25 mg/mlfet-^'J';:^CD14IgG ^^PX-fc^-g^filiH 

EI12D(iB. subtilis«Bfla^-^Ci^£;#<l: UT©. C3H/HeJ 

^(^W^fifiAgl ; ^tffl^(^0.25 iiig/mlfet-v->;=;CD14IgG Sr*Px.fcJ»-^f±mH 
; XTjk-To 

EI12E{4S. aureusMM^-c^^S^i LTCD. C3H/FeJ <> :^Mm^^(D-^ 9 ^ 
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mi2FitS.aureusmmm-^(Dlt^tLX(D^ C3H/HeJ .^^ 
(DiM^i-i&%W ; ■f^ffl^{C0.25 mg/mlfei-^^7;^CD14IgG *AP;t^c®-g-{imH^ 

^ ; -e^-To 

IS13A. 13B. SmSCil. E.coli 0111:B4 LPS (^<^vl-A) . B. subtil 
ismH^m (y<^-/UB) , SO^-x-xTa^^i^^yrwy xKT^fcV-x'V^i^ (LAM 

; 0.25 mg/mli-dfSfeit hCDHIgG <7)^-S-f4a^Pn ; 0.25 mg/mlte^^-^ 
^IgG ©^-g-fim^W ; 0.25 mg/mlir=¥fei:fc h C D14F (ab' ) JgG m)^(Dm-^\^ 
era^Sl ; 0.25 mg/ml*E^^ir^F(ab'),IgG 8fr>t<7)»^fiaEgft P|] ; 10;.g/ml 
^CD14 mAb 28C5 ©»^{46H:ftPP ; 10 a: g/ml^C D 14 mA b 63D3 « 

iai4A. 14B. ^m4Ctt. E.coli 0111 :B4 LPS (x^°^v^-A) . B. subtil 
is^M (y-^^^/UB) , ^t>'-^-Y3^N'i>7^y T®y/KT9fcV-7:/-:f-V (LAM 
. ^^°^v^C) -^©^^#iLT©. -vr^^pre-B 70Z/3 ^J3a}rJ;5*ElgM T-^'T' 

Acs^W(^?*g*sr^i-i/7 7T'S>s„ ^i5'i5'-#A*ffliia«sA^ ; mmmcD 

015Afi. LPS --0^£:^^: LT(?), SW620 ||BIS{c:i§IL-8^^^>(^^^7T' 

-^fieEftff] ; \mm\Z.2%mS iO.25 mg/ml-lr^-feit hCDHIgG ^fr^^^P;! 
I1]15B{4. B.subtilisilffl/|&i$-©;^;#i LT<D. SW620 ^flStc J; 5IL-8^>^^(?? 
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m^fcm^i-i&mnm immic2%ms to.25 mg/mi-^^^fctt hcoMigc ^ 

SlSBfi, FITC-Re595- L P S ©pT^ttC D 14--0|J^(C^-f-S . LAM 
i^X^m^^^^y^yX-h?,. LPS fc:>FfL-C*»/«»t:-Of$ (Ji^Oft 
m . 50fSX«250 (T;^©*^) (7)LAM^, FITC- LPS. LBP, 
RXJp-^mitCDM<Dm^mcm^tc. PITC-ReSgS- LPS©^^{c*5(t-5^ 
<kf4. SLM6000 «3fel+T'B#W?r]iioTfe^L/Co 

A. 

5o K^^ffi (J. BioL Chem., 243:3522-59, 1969) 
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ini^'^^(Dmt\.Xit. ^±fj:^m^^a:fV>6^^. m«mc^^fj:^m^u 

7'y>^5>^. &t5S«#(;iFab. Fab' . F (ab' ) .St>'F (v) iL 

mm-r^^LtAix^^, mx.i-£. Theofiiopoiousfe(c#^$ti.yc*ii#i^^4, 

3 4 2, 5 6 6^ ^*5^^*^^^lffl-rS^S^<Dffi^^##<t L-Cr-m^Att 
^^m^tlt'l\ Fab' ^fl£^^^^g|3^t^*p-e$,^). 2o<75H«g|5^^o 

<()¥ (ab' ) ^±^^feif*^^=-Sr^tffei;^;5i-^f^L<. 



3i^t-^. — ->3 V (subcombination) XfS=! f';^ — a vofe-^tr J; 5^<?5}§ 
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B. fmm 

--^'^'i'm. ^mmwfj:t'(D^m^>$,^t>^-^ic=^\^t^^^^^^^ ^^^^^ ^ 

SrS(t6T^S>6 5o *l80J©m«Sr#tc:S{t5B#«, ±mm (E. coli) . b 
m^>7yu:r.:y^^ (Haemophilus influenza B) . Mmi^m (Neisseria menin 
gitides) , Zfh''>mm (staphylococci) Xitmi^mM (pneumococci) tcj;^ 
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t \^x^m-r^mm<D»-^ ^^^mmm^^mi'icmxtm-t^i,<D^-^ti. « 

nE^/'jM^AXfS^^^^Kli^f^iStt 5 T N Fii-gfi. TN F (C*f LT*fc^ 

So j:^^T5'-fe^T-CDMal|3S#fltT'&5*1, 1 0 p g/m 1 J; t) t>#< /£V^<t^t^ 
^iX^ (Michie, et al. , New Eng. J. Med., 318:1481-1486, 1988; Mathison, 
etal., J. Clin. Invest., 81:1925, 1988; Waage, et al. , Lancet, 1:355-3 
57, 1987) „ LPS{^SM$^i-fc=^, TN F^ftfi4 0 0 p g/m 1 1 0 - 

M^i^JK (meningococcal bacteria) "Cfe-Si^'y A|H4^Bc0^3^{;i 

^^tCD^^tmmiimm^tltz (Waage, etaL.SuttJ, 1987) „ ^ h\Z.mXWt 
©«SrfflV^fcRirjkJE»)i^*7^/i.-e[^^t©TNFiS^ip;J5^6tU. r;^P,®^-fb{ijl: 
^^ i6:^^<htBM-t"5 (Tracey, etal., Nature, 330:662-664, 1987) 
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5^^CDFab, Fab' , F (ab' ) .X«F (v) ^r|5^(7)ff^T'fc5 r <t 

*IS5gSr*^£-r5fc^^)tfflV^S^f^ LV^^y ^ D -^/Wfeifr (lAshman e, (Bloc 
d, _69i886-892, 1987) C9|E«c-r-5 6 0 b ^'.C i"© W :/ U K— x';^^^^^$tt-5 
■h<DX-hK>. LV^(^(4Van Voorhis& (J. Exp. Med., 158:126-145. 19 

83) ©lett-rSSC 1 0 (T^ y;?7V . ^^7-. ;;t;yi.5^^_ . :3i/^ix3 V. Ro 
ckville, MDf^SteMT I B 2 2B-t?^te) tOT'fe5„ mA 

b 6 0 hRXlZ C 1 O^^N^T-y K— 7it«(^j;oT^^$^X5;&5. 
ixt^JcoTPg^^tLJ'cev^ 6 0 bS:t>V32:fi3C 1 0CJ;5^£^W:/y K— 

^mAb1,{£fflT-$5o fin*.. y^-(^V K— 73C 1 0;^^if(^J;or^^^.^n-5 

$ttfc*|l|1^ff^4, 642. 334-i- ; Robinson(C'f^^$tL/c: P C Tffiil<&W<2Sj#WO 
8 9 0 0 9 9; Winter P, 3 - n S'^N-^fFbtiil^iVffi^ 0 2 3 9 4 0 0 -^25;tJ«Cabi 
nyh(DmmO 1 2 5 0 2 3 $;tbfcV\ 

r^63as^&ttj offl^fi. -^ft^fetf^t, lps. ^7 A|»tt«*JSttiNHjligM 
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V K^i^feS^SLTfcS (Robard, Clin. Chem. , 20:1255-1270, 1974# 



b, Fa b' , F (a b' ) ,3^(iF (v) a5^<^?i^-T'S>5 ^ LV\ m 

*L.<fi> S-^-r^fetLBP^I^^ifi, BfeifiL;S«^i''-;fe< lo«i!E^^Sr^•r 
.##<DTN Fc^jk4'^«(;i*j(t 5 L B P - L P Slt^#:{r$|i»S;^^cl^fR6tJ(cW 

{-fi. ^■^i^^^4lBIB^s^o^^i:LTrt^ifiLi(^^c^Ltf^^^^f„ lbp©^ 

Bf;^fe&t>'feiLBPfei^^<^i|^;^fefi^^^(;v^^-^-^^^ Tobiast, ( 

J. Exp. Med. UM: 777-793, 1986) ^#jf<Dri:, L B P - L P S«-^f$(?5CD 
1 4^c7>^-^Sr|5a*L. ^tLt^cfcoTLB P-S|i»OTNF^E.^pia:-r 5 fci6 



^2'^ #«5p 10-505839 



C16Y CNRLNRAPQPDEL Y 

Y16C YTTPEPSELDDEDFRC 
K16C KRVDADADPRQYADTC 

li^H-^^tlfcMmWWFm4, 4 9 3, 7 9 5-^Sr#M»r.i:„ AMfitJtcti. 

^ Antibodies A Lablrat.nry Manual, Harlow and Lane MM. Cold Spring Harb 
or Laboratory, New York (1988) (t(Om7r:(^^mmmi^0^Xmt LT-^* 

XfSi (self-perpetuating) KBjlg^ Sr. CDl 4 Xit^CO L B P 

1 2 9 G I x*«(7>-^r>^^5^^ LiM*?Lt(i#i-efcSo ^mmxm 

(HAT) iSSttO^fl&^-efe-SP 3X6 3-Ag 8. 6 5 SRXJ^S p 
2/ 0-Ag 1 4^-g-.^, rixp5fiTp< 11;^;:/ • ^ 4 ■:f • iJ/V'f-^— ■ =iu^iy 
3 V, Rockville, m7!)>lb,^in^tLCRI^ 15 8 OSt/CRL 1 5 8 1 irl^^ig 

mmmaiyf^V^^Uly^'^J (PEG) 6 0 0 0^fflV>Tii$M)!&^5 

■^tt. CDl 4XfiLBP<>;(^^feSKJC£:fg5:t>'*Jgf?iJl 6 ^^te«c-rs^>'i^ffl^^ 
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5 L p s x-mm L /c T N F ^(Dmmmic x-oxm^-t^. 
^^^'^^mm<Dmimicmmx^^m(i^m^x-A^xin^^ivxis^. ^ 

4 . 5 g m/ K ^Vl.^ 5 ^ 2 0 mM. 2 0 % ^V^^iSifiL^f ^ffi^ L^c^/P 
-^2^:^©:&ii.^^.^igJ4 (DMEM;Dulbecco, et al. , Virol., 8:396, 1959) 

t al., Proc. Natl. Acad. Sci. USA, _80i4949-4953, 1983#fig) „ mmi\Z.\-% 
flS® mmU'm^^) «CD1 4M^ttSl55,-3ltt-^^:nx^^^yr*^OLAM 

t(^:^mRitii-^t7Ci^(Dm±m{c-D\,^xy^^y']) k— vs-^^ y-^^^^--^§ 

o 

® S ^ce^S3?MS/C Sr,T^-r^ / ^ n — ^hyw^^t:: j;^^ lps-lbp ^-g^^ 

-So 

S(I»(D^CD1 4fexf*. feiLBPfetf^c. LBP^r/5=-HWaf*, ^Of-^'^^f 



<23) !t^m^^ 10-505839 

^Eic:^^^t2>TNFO^S:SlJ{c^;^fe-r5^ <!;t;:J; 9. m:sk&(Dmm=t^mxii^mX' 

#-5o #(C^f^L<(4, (Tracey, et al. , Nature, 330: 662-664. 1987) 

f^lEtt© t> ® l^nit-r S T N F t y ^ n — ;f-/Ufet<^cD J; 

^S6^tc:|IIB#t^^-!t-r S r i; ^ $ fC-^tPo 

5 y 3-> KX{i--?^vy n^c^f y V;^cif£D/3 -^i^'^i^T-j^^i- 

Physicians' Desk Reference, Huff, B.B. 
MM, Medical Economics Company, Inc., Oradell, N. J. , igSQlCfEgcCO^^pJ^ 

:/t-^.-i/3 vxfi^^t-^^-v^H t^^feia-t-So CD 1 4^3 

- c DNASt>'^0*i^T 5 y mSSa?lJttS^I^T'^^-C$>.5o Goyert 

,et al. , Science, 139:497-500, 1988; Ferrero, et al. , Nuc. Acids Res., 1 
6:4173, 1988; Bazil, et al. , Eur. J. Immunol., 16:1583-1589, 19865r#.BS 
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c. ^^mmumri 

5> h LT*?)!||H*-efBtt-r S 1 i^^±©^C D 1 4 feifl^. fet L B Pfei:<$SU^L B P 

L P S - L B ^m.^^(Dm^^mm-t^ r i ^StCD l 4 mA b ^-Ir 

A.T'^^S„ LV^mAb«6 0 J; "9 $f S L < H 3 C 1 0 ^-fc 5, 

3D3 mAb (ATCC# ) J5:t>' 2 8 C 5 (A T C C # 

S'J<^^if * L^^^^iT{4. te^i^fiCD 1 4--©LPS-LBP:«-^«s:(D|g-^Sr 
L B Pfeift:^s. « 1 f:i^t-ia?iJSrt>OL B P-<^f- KSM«i:<t^6SSji£:-t--5 i 5 
Af* LV^ffi^#)(4, CD 1 4-^(^LPS-LBP:^-g-^(35^^,^TVi5'=f-=^ 



mm A 



fetCD 1 4 (mAb 3 C 1 0) 



(m g y^m 1 ) 



4 0 



1 0 



0. 1 



3. 



2 
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1 . 0ml 



feiCD 1 4 (mAb 3 C 1 0) 



feiCD14 (mAb 3C10) 

EDTA--^hy (^teiim^;^) 0 ^ 



(mgy^m 1 ) 
1 0 
1 0 
3. 2 
0. 1 
1 . 0ml 

(mg 1 ) 
4 0 
1 0 
1 0 
3. 2 



1 . 0ml 



0-5 0 5 8 3 9 

^^mit-Thvyj.. Tk^Yk^yr^i,, 7Km^tT>-^^<yj.^ 7kmit^ji^^>^j.x 

r^fufflij (T^ffliSfi. ^tl.^tLCDW4;i^^M<^?&^W3a*^^CS 
Omg. ^*L<tt*^0. 5-*?,10mg, J; !? ^4 L< « 1 -i^m g T^fc . 



^^''^ 10-505839 

$ y y 2/ h/K r 1 J it]) y h/w^«p*-r5„ 

. ^tLfijjiCD 1 4^«c(;ij;5|51»(75#^tt^^-^ ^ ^~^^y^ 

CD14IgG©F (ab' ) . I g G»f>H-«^:^;fefei^ir |Hl^{CPl§ 

Di 4^igiiu CD 1 A^m^\.xu-^\.p s,xmM^f\.^mimmv.^-y 

01 UC^^J;5(c:. fei:-v^^;;^CDl Aif.^ xi^-y-jV^W-t^^ j 7 7 4^iia 
*-f-5r<k;iiMV^fc$tLfc„ LR9^J}fettLPSX«Bll 1 B t^;^-r J; 5 {Ci/^ 
Siig^SrS n g/m 1 X«*|B/iaigig«^ l 0 0 0 n g/m 1 ST-it^DLT 

fetCDl Ami^^^^-\^X^mmmT\.fit^^fz (011), Al¥©^ hUT" 
h^-y;^;^ (Streptococcus) ^^%(Dmmm.X-\:,mm(D^- tm^fhfz {ff 
-^TT^^-f) o m\2\^m^i^o\Z.^ C3H/FeJ (L P S^£:«:14 v"^^) ^ 



^^^^ 10-505839 

*f-r5JS#^,P£SLfc„ C3H/Hej-^^;^ (L P S t^^J^c^ftTfe^ r i: 
*0 P,ttT^^Stt) P EM;5^- L P S \^m^\.ti\^(D\-m< r i T'tt;fev^;6^ 

^L/c (012) „ ^NHMl^M#;{c:*f-rS«^J56«^#ttf4 2o©^;'^§-v->;=^« 

®*fflM|^Mi^fcPEMtc:*5(t5«g^:^O^^^M^Lfc iT^-^ir^^-f) „ 
^<^»L;fc^^r<t^;^. E i 2 tr.T^f J: 5 C3H/Hej PEMlci^s 

<b^S«^§^^fc„ $t>(C, C3H/He J x">;^S3l5©-7^n7 7'-v? 
-efeSGG2EE|fflfla (Blasi, et al. , 1987) f±L AMt ioTflM^tLTffi 

-A|®'l4*fflfl&SiPMii;Xf4 L P S (c: J; 5fiM{r*f-r-5 C D l 4 #^<j^#ttcDS 

J:oTi5tCD14(D|?a¥^*;i5^{C|i*o-CL*5;S^e,TS,5„ ^ttT-'b. 01 
1^OJ01 2t^,T%1-^a(4^^i;L-C, LPSSl>'^vi.|^ttiaiiiaMO(^^fc^ 
t-^^&^fCCDl 4 7)Sa:^/£^Sf,J^^/-L-C*J^). fitCDl 4fei^{CJ;Sf^|^^ 
A J: o T ^ 7 A ^ 7 OPi?L»i^ (t 5 ^14^^ SrPfp 

CD 1 4|^f^S:t>'CD 1 4l^ teiMi^,^tcfet-P-?,i;n^ 

J 7 7 4 (GDI 4^tt) St/LR 9 (CD 1 4 l^ft) ifWIS.^T'W ^^LThlS^ 

^Wf;^^^^^^ L/C J 7 7 4||Bfla^.feil^Lyh©-C\ LR9^flaf4CDl 4 



^2^^ 10-505839 

US-CCD 1 4 SrlS^-rSTHP-llW/lS (Tobias, et al. , J. Immunol., 150 
:3011-3021, 1993) . Xith h CD 1 4 ^m^-t^MmmmLtc 7 0 Z X smUk 
(Lee, etal. , Proc. Natl. Acad. Sci. USA, 90:9930-9934, 1993) <7DV^-ftl. 

*f-r57}fy ^n^-:f-/i.XOC^y^n— ;h/i.^^coa**ifcKLfc„ El 1 3 {c,^^t- 
J;5^c:. 4fy^n^:h/p^hCDl 4^#: (I g GM^AXitF (a b' ) 3»fJt 
) flLPSr% ^7A|^MilSMT\ XtKLAMT'il^LfcI L-8*Jcffi^:/n 
y^Lfc^J. -;^#^^^I gGXfl^WF (a b' ) .»f>tmprt5a^^.T^$/^ 
;4-ofCo t f^CD 1 4(r^-f-5^y^o— ;h/u^|^-efe5 6 3D3 (ATCC# 
HB44) 2^t/28C5 (ATCC# ) ^ffl^^T. L P SXfi^'^i.!^ 

la 1 3 (C,i^-t- J; 5 mAB 2 8C5f±LPS. MigPSi^. SO^LAM 
l^ni-^lt^^^u-y^\^fc„ ^tlti-iMmmc^ mAB 6 3D3fiLPSW 

LfCo l-3pg/mlMS-e«B. 1^^5^yx|fflMxfiLAMfcJ;5THP 
- 1 ^ n— :h/i.feth CD 1 4^^(::J;oT>^a y^^tlf£ 

^^ofc (013) „ T=i-^;^ hi^^;5J^y ^7A/mliKH(;fe.5i^{^{i, T 

^ -^-^-T3i (pneumoniae) (7?lfiJ)aii|^®i^{c: i 5$lJ^t> C D 1 4 
^i$^-mtLtz (t= — ^;^$-r) S. Ti^U"^;^;^^?^©^^^-^^"^^- Ki^y >(7 



"^^^^•"-BUBHa.^-efe^? 0Z/3COLPSJS;^t;i*5{t2.CD 1 4^^<7? 
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^^M^m^^tlXl^^ (Lee, etal.. J. Exp. Med. 174:1697-1705, 1992; Lee 
,etal., mta, 1993) „ C D 1 4 T'f^gfem Lfc 7 0 Z / 3 (70Z/3 

- h c D 1 4 mm (t. L p s^^■^Rmmzy^fi-^uummm^cm ^xa^^ n 
yr-i^tmm{:imm-t^ dee. et ai. , mtti, 1993) „ h CD 1 4 wmmmm 

^5rir7)SX'^5o Ell4fi. 70Z/3-hCDl 4«^LPS. B. 1^-^ 

cDi 4^5||BJia^^_^-^;lg^L,-c^^s<J:$(c^4. i.pstmmic^ msmRz^h 

h<Dltmi^CD 1 4;)S^^^{c|||#LT^^Sr <b^^-r„ L P S (^ol,N-r|!E('$g 
^^ttT^^5j;5{C (Lee, et aL.mHi, 1993) . ^~7i.»tt«JjllgSSt>'L AM 
(-J;5llflJia?£tt<li(4. CD 1 4;5SGP I -itmm^>y<^mt LT^^LT^^S 

K#g^LAcCDl 4Sr^^-r5^5. ^^ttCDl 4 (sCDl 4) fe# 
^±^i^SSr;^^LTLPS^^S«:-r5ri:^.'^e>t^.-C^^5^|g.^;SS. sCDI 4fe# 

fcJ?)OJi)F^SrfTo/c„ PuginhizX^^(Dm^ (SfTtti. 1993a) T'fi, Hftliffifc 
ft*-r5SW6 2 0*[eiia/£if(^^;iS^<7)?gtt^li(c:*3(t§ s CD l 4»MStt^lt 
1^LTV^^„ SW6 2 0#fflfla?rB. y ;^^MT'fiM Lfc i: r 5, -(7)^£: 

5E{cfcvNT. ^yj^mi±mmmmmmmmK LPsxmm^htzcDtmmm- 
5 r ^^-r„ 



4*sg¥l 0-5 O 5 8 3 9 

CD 1 4 t^m<Dmji^:^^^^n~^j^^t<Drmm.mmmim^7r.^±it^ 



4©^§^^-S-sCD14^;S^^T^#/c„ miQ\z.7r.-r^oK. ^S-sCD 

*i^clI16A(C,i^1-J;5(r-S-sCD14^10 0t:. 5^:^mm\^Xm 
tt-r S i <t j; o TlJ-a^fi/i < Aco 

F I TC-R e S 9 5/L P S <k s CD 1 4 <!r <^|^©;|g5<^^ _ ^ 

fcfetri^^^^T ->ir^ SrWIS F I T C - R e S 9 5 /L P S s CD 1 

(Hi 6B. ±.<Dim » Sf&>l-a-t;{Ci§SlJOLAMSr^^;n-r^t. F I TC-R 
RXlT<Dm „ ^tu^.c75^--^{isCD14-<^^-(cMLrLAMiLPS;i^ 
C r f^^T^t-^iff %tc:»':5v ^ T . WitS^i* C D 1 4 ^ 7 i» ^tt^M* L P 

„ CD 1 4 sri^h-rs M<7,T.f^^ vt^^n y r~^J t<Dimmmimi&^ 

^ii^Ef^ i^^m ^mx. ^^^-^^'i^m^^^~^^mm<Dmmic^^miti^^m 
^m-?>. ^mmmim^mzM-r^mi^a.^mitM mm) t^^^^^s^j^^ 

smt^^^r^. ^/^^^ (TNF. iL-ixttiL-6) . ^mmm. r 



^^^^ Ittg^l 0-5 0 5 8 3 9 

^4^r®J;5/^^4»S.tori;ivi^$^^-CV^S (Krieger. et al. , J. Bio. Che 
m., 268:4569-4572. 1993) „ L;^>L/^^^P.. C D 1 4 ir (4^^^ ^ i^SfO^^ 

m^tl?>. y^TvtV^^-^^^ (LAM) ^,-^^:.x.^^yT{c4b^{t5^#^ 

(Chatterjee. et al. . Infect. Iu>.u 
n., 60:1249-1253, 1992) . CD 1 4 ^^LXmfimitit<DB\^^tf£?,^ LP 

m7ki±mmT^y^umt. mmcm^it<o^m^^^ (Tobias, et ai., mm-, 

Prinzis, et al. , J. Gen. Microbiol., 139:2649-2658, 1993) 

CD 1 4 srt^c;'iv«, mh(^&:mmRv^±^mm'^-sim^cD 1 4fe#i± 
^tih<Dmmm^^fz/umi±it^ti^t. mm^x&ikm^^v^v (traffick 



^^^^ 10-505839 

(Hughes, et al. , Immunol. Rev. 117:85-102, 1990) 
*iff©W% (Heumann, et al. . SfftU) (^^3^^T. V ^ M,mitmiimmmz J: 
^ hmm<Dmi±matdn.mt>^^^m-r:i,^:,tM^.^tltc (Heumann, et al. . ffiffi 
) „ ±m<D (l-10/.g/ml) ^7A^ttfflJi&MtCj;oT?|# 

^r^ttfc-iffe^tlt h^^<7?S14^t:^fetCDl 4mAb (MY4) ;iJ:7'n5.^L 
^=CV^ri:SrMV^/cL/c„ ffe^ -T^W^-^-fi. i&mm^T =r:^P^ h (3 0 0 ng/m 

4 mA b T'feSMY 4 (iCD 1 4 -©^7 A^MSffitD^-a-fC i oT^^fitlT' 

C3H/He J^rj7;^^^^^^p-7_,_,^^^^^_^^^j^^ #«WT:^ = >^ 
h;55cDl 4Sr^t-5[^«,^^;ig^^^^3g-^^^^,5^^j.^^^^^^^^^ ^ 

tih<DT=f^:^ hnmc^i±^m^^^^Lf£^^^oicMi^ti?,^ can/He 

X.}-£LAM (Chatterjee, et al. , mtii) Xit^±})mmm Lfc ^~ 9 J>.mmmm 

(Freudenberg and Galanos, Infect. Imuun. , 59:2110-2115, 1991) V^mt 
*n75o mWf£^tit, C3H/He J-^^a:7r-v'd5CDl 4<j!c#6t(CL 

1 4<^GP I i^HmLrzmwmmM<Dmmmh9>^y^^^^^~^^-r^ms^f^ 
^>^-^^^^^m^i'p^-r?^::timmicmm^tixi.^?> (uievitch and Tobias, m 

!)-- CD 1 4(;j;oTffi.i^$tL5i|fS6<]Z::i-=;^ ^ 
J-^<>^l,c$sif^^^ici^^^fj,j^ P s^^;05##^6t)'>^^/u ^^^.^^-^- 
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^ffi-rSi:, CD14(a^(75lM^^ff^ (-fc>V^r;i^ feSiMi^® 

*<os^fl^/^^fl.<D/^^-^-fe^ i ^^^^^^ CD 1 Amm^mmt^x^w 



laSr^SrirWJ-rSo *J&^J13~15(±. CD14;a^LPS-LBP«^^{r#^ 

L. ^ i.x^<D^^^tMo t»h,DTNF ^^m^mmi-^ t\,^^zt^m 

PJ-rSo mmmieii^ fetCOl 4mAbs;55. t N^I^'-CLPS-LBP a^«c$§i$TNF 



1 . 



LBP(4. 'y-^^Mi^Mskm (Tobias?,. miH. 1986) ;5^6«ML, ^^fey 

/w±-ei$;-T'fc5ts^^xfc„ fet-^^i^^LBP(4-v:^4,-r^it;!;n$-fr/c. mbp 

fi. R.A.B.Ezekowitz W±(Boston, MA) j; <5 L/c„ ^S/Siift-itJiH^ 
(BPI)«. J.Gabay tg±(New York, NY)J;^A^L7-, Salmonella Minnesota (R 
e595 ^tciiWmm) ;5^e,<7)LPSf4List Biological (Can,bell, CA);0.?>A^L 
/Co CD 1 8 f^^-rS^y ^ ^-:^,^^f4,(„Abs) I B 4*5j;t>'FcyRIII d^ffS 
'^^^°"^'^^^*^'"A^'^>3G8tt, Wright f,«f^:S:(Proc. Natl. Acad. Sci. U 



^^^^ 10-505839 

SA, ^5699-5703, 1983) fC®tt$^T^^^„ CRUzM-f^raAb 543 ftShhreib 
er n±(St. Louis, MO) J; "9 . FcyRI *J it/FcyRIK^^-TSmAbs 22 fcitKlV. 
3fi, Fanger1#± (Hanover, NH) i 19 L;^Co o v?:^ ^^7 y t hskmT 

'"^^ ^ (HSA) (i. Armour Pharmaceutical s J; 19 A^L. -^^-f o i>rc y 
P B S <irDGVB++(±Whi taker MA Bioproducts yi^hX^ Lfc. NHS - f;?}-^ 

;^/I.7*-NHS-fc-^^i., *5J:t;^^ N FT t-:^V(4Pierce Chemica 
1 ;5^fcA¥L/c„ 
2. «K 



*-ai^i#«fflr7;^^y^^E^^ 25/^g/mLC0i$'>'^^°i?K (fetft:. LBP, ^fz 
(iHSA) , *fc(±l (/ig/mL) / fi g/mL<DL P SX\ 20°CI,Z.X 1^^, -O^^ 

ifiL^f (1:50) tti,lC^ ^^iZ30^r^^ ^V^^^-hLfCo 0;5.(D»-^{C 
f4. LPS^S«BSrlOAig/mL(DLBP<b<b'b{C20''C{rT30^Pfl^' 

•fe-r m\cmMM< o :^:n v:? y — £7) PBS L7h„ 

W^^-^^nyr-i? (MO) (i. Wrightfed. Exp. Med., 156:1149-1164 

:i'^{::37''CT'45^P^#«$-y:T#fc. PMN«. English (J. Immunol. Metho 
ds, 5:249, 1974)) ©^fi J; o T. *ffliJfi;^^P,«M Lfc. TUBiifefi, Millet 
<^n^y hW^mc^<Onm\^fzi^. J. Ming(Rockfeller U.)J;^A^L7t„ t F 
W^jfiLl^^^flS^S(Lot5, J. Exp. Med., 169il 779-1 793, 1989) (1, S. K. Loit 
± (Rochf eller U. ) J; !9 A^ L;^Co 

^^i^^^ikM (E) Sr. Wrightfe (suttj. 1982) <Dtm<DXo\Z.^ IgG(EIgG) 
* fc (i IgM (EIgM) L 7t „ 

C3biSr, 2~10X10» EIgMSrlO%©C5-^St hjfiL?S(Sigma) 1 mL-4.T-37t:(^ 



^^^^ «P«-Ti 10-505839 

X30S^m-^ l^^^^- h-r^^ ticX^X. EIgM±fcJ#a (deposit) $-f±/c<, o 
V^-C\ *lfiLf*?rj5fe#L, 2.5 niM<D^^i/^v?T5 VEgS^^4t(EDTA)^^if«S 
10^F.1. Ot:(CT^>:3r^^^HL.fc„ #f,^/cEC3bi fi. MO^(7)EDTA 
-i&^ftuif~y hWmiCj:^XTy±^ LtzXoiZ.^ C3b LT ^^;^e;^.o7to 

ES:, Wright (J. Exp. Med. ._164: 1876-1888, 1986) {Cj;?,tatt(c^oT. L 
PS^«L^c. mmiZ.{mLtzLPS<Dmit. ELPS"(l~10;.g/4xlO'E)* 
fcimPS- (0.2-1 Mg/4X10'E)^#5fcfe{;i^ft:$-fr/Co ^^<Z)ELPS'°(10V 
mL) <b L B P (10 fx g/mL) i -e37°CT20^W^ >ii^^-<- f.-^^ ^ i J; oT. 

ELPS-^LBP-C'^S«Lyh„ #e>tLfcLBP|!^SELPS (y^^K^E) ^gfe^f. 

l;jf^. 5X10= E^250 /.g ©;^/W1^-NHS-fc:-WV<bi:t>tC0.1 M 
-rhV^J^mipH 9.2)4'(;iT5t:T20i>P«1^V^^^^h-t-5^ir{Cj;oTE^ 
fc-;tf^^/W-f[; ^eUT. 50Mg <^LBP^5Mg - N H S - t:-;f ^ V ' 

i M^-^ L B P t-;tf^^/Wli L. P B S i^M L^c 

/Ht;$nfcEiS^L^c„ io««. gfer^^tL. t';S-f^^/Wk$#L^cE (eb) Sri 

O^g (75;^ h hTt-i^-i <t ^>t20''C(;iT30^P^^ >':3^^^- h Tt-v^ 

>MM«(EBAv) srt#7t„ ^^^k Lfc^ hu^hT ^'i^>^^m\.-tz^mmmx 

5 X10'<Z)gfe#$ttfcEBAVSr. 2.5 /zg <Z) fW^/WfiL B P ^ 1 30^P«1 
. 20t:{^T^ >':Sr^'<— EBAV-LBPSr#fc„ 
Salmonella typhimurium LT2 Ga/E h (^#?tT^ fctt^^^^tT 

-eitm^it-c. ^^^i L p s^tz.iiMswmm(D l p s 

(Wright mm. 1986)., *f^it5ifil#«#)^2*}^L. 7/P;tHr^v-e^ 
itL. ^LT-f-T'{-iS«cL^cJ; 5(r(Wright SuttJ. 1986), PBS4iT'2Xl 
OV/zL {^l^lgL/Co 
4. T:y-fe--r 



^^^^ »«spio-505 83 9 

li^tt, (settling pattern) 

y;<^VHWE® (*M3) MO(^^1-5*J^{i. Wright?,, mm. 1982(C 
ffift^tl-fcj; 5(CSiJ^Lfc<, 1-/it3t>, Terasaki©M^J##7°U— h^SrHS A* 
fc«f^fi<^^V.^=^a (^Jfe^j2) -e^aU ^LT5^L <Dmm OmcD^^U^ 
0.5mg/mL©HSA. t>*0. 3 u/mLOT^n (Sigma) ^^tfPBS ^0 

« E *5 J: t>VT^ $ iS' ^ K ^;!]D L /c„ E ^ 1 05>IW 0 "C fc T b . 

^« L E ^immmmmx'^Mn n- ^n^j: o fc., u± ^ >-fi:saiD,onei la 
'Dm-^^. Wright?,, mm. i986{cmm^n±^^fj:^ 3T'cicxi5^r^^<D^>^ 
^-^-'^B:y^mmir^mm<D^m-^mm\^fz. ^^^^ mo^tcvcdecd 

MO t <D^ :^=ae^^^^/3 ^^37°C{CT455>r^fT 5 - i ^^U^TfiI^<tcD^&(W 
right mm. 1986)trJ;oTSiJ^U ^LT. «Sl $tt/^^.o/c E ^ ^/l. 

<^.^WHi-f(Dmi^i&m<Di^m.iic^ < $ -arT^^? ^ -^tc, 

ELPS^tC. T'#5I5S(9/i,^a:CD0.5;/g/mL©LBP^^;f)Dt-.5<t. ^^;5Sg-o 
LPSfiy va«ic^i»xl««j/^tBS^^fflfCj;oTE©IKtt,{;^5^gg^^ (p^^^ 
ition) tzsb^ ^«M^«LBP^l-^y^f-mer^ffM■r-5fc^6®ti;^^;i-f-5^;^^ 

6. LBP«. ELPSSl>'Salinonella®-x'^p:7r-t;'{c:^-rS^-g~^it5gt- 
^--^--i^ffia^^ffl^r^LTMOtcl^^t-S (Wright?,, Sffffi. 1986) 



^^^^ ^mW-lO~5 0 5 



100 



u g/mL«ii;M-eELPS"©MO tc*f-r L^^l ^ ^ ; L P S ^-^ 

i5':/^<^»-Cfc5BP I;)5lOMg/mL©ii;^gS-C^^{;I^#L/^^^ri: ; -^LT. 
.ify^n-^,W^LBP^jfiL?f (1:200) iS^L B Pfc i^ELPS-^n-^^, 

^cfc^^T20fS©j^^>^g|g:^^L-;ti^^5S^^rJ;oT^$^/c, 

ELPs tMot <Dms.im ^m^-r ?>rc^<D lb p <Dm^^^t^^ ^^^^^^ a, 

LPS(^»{Cfe#Lfc (0 2) „ LBPfi. ELPSiMOi©r.l<Dil:^6t;/=effiSf>^ 
ffl€:Jt^$i±5fcfetC^.g^ ^tt5» J: ^3 ^,20~100^g^i./^V^L P ST'l^M^n 

*4Sg^»fS«LPS^^^1-5^-^A^14M* (RM«; (rough strain)) 
(iMOr^^mcm^T^^K ^±nCLPS^*i-5SStt (smooth strain) 
fi«i^i:'^^L/^^^ (Wright?,. Wffi, 1986) . L B P(iS®*Jj;0?RS©L 
PS<^V>-rtL(r^^^(c:J:<M^-r5fc*(Tobias ^, Mffi.1989). LBP;i.'S 
S<7)Saln.onella{c:;^yy^:/f^^Sr-f-5^cfe<75tg^^^^UfCo j; 
5 L B P ^mui-^ t SSSalmonellaOMO-(7)ig^;i^^J^{C*i3fi$tt;h 



^^^^ 0-5 0 5 8 3 9 



nmmm. Sm typhimuriun RMS. typhi murium 



- L B P 27'? 

^'■^ 1,096 



+ LBP 



^' 2. 109 



S. typhimuriu™ LT2® SSfc J: CKRMC^S^. Wright^, (J.Bxp.Med . 164- 
1876-1888. 1986) «c i .TIEiK^tlf. J: ^ ... ^ -X«^ST* ' 

;^-:/y^:/f^ffi^SftT^^/^^^B(D<t^/£^^c^/cfc. S Sc^S. typhimur 
7. MOfi. LBPc7?LPSi:©^^^:^|gj§fe-^5^ 

l^^^^-l. (LBP-e^a) L. gfer^L. ov^-r:-ilt(rL/c„ ^<^5^9F^«^* 
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* III 







2 


Ml^3 


L B P L 




17 




6 


4 




820 


715 


942 






21 




5 


16 


*«»LBP 


629 


520 


796 


BLPS '^SO'MO 









L B P i SELPS'-coffr^Sfi. *i#«*^T-m^ ^ tt;^c i: m 
(7--^5'fi,^^LTV^;fc^^) t% MOlcMi-^m^i^^^mmLtc (mill) , 

^#L;fc;i>o/c («lii) „ 

ELPS<D^®±(^LBP(4LPS^«^^Yt-r5<, MO;^^ LPScD^#^STT' 
LBPtr^^-rS;).i5-5^.^^^-^5^.^,.^ LBP^t^;rg=-=/HliL. LT 

M-:^hTt'v?>^MS*A^{c:^«$-ar;^Co ^ i:ycEBAV-LBP{^(4MO;4^'|g-g-L 
(0 3) . LPS(^^^jn{^J;f), MO^c:*f-r^ELPS©3i^^#*^§| 
L^c, LPStt. LBPt^M-^-rSr ^(cioT. EBAV-LBP©#«:^Ji3^-t--5J; 
9f-,S^^S„ ELPS©f^«S:g|^|er-t-/cfe{C^.Si$^5LPS.?:>»{±, LB 

P^^V^T^^6E©f^«Sr?l#^2r-r(D^C^>Si:^tt5»J;^t50^S^i.;fc;i.o7t 
fcfeT-feS (113) „ $P>{c:^ LPSi^LSELBPfi. ELPSf;I^$'^Lnc^^CD 1 8- 



^^^^ 0 5 8 3 9 

^■^mt * tt ft fi p> /<e I \ 

8 . L B p itm^-k^mmicm^ ^ti^^m^^mmz x o xmM ^ti^ 

^^tb/=e^^ofc„ BfJfMO^p"„^?lA-r-5y LBPMe- 

L B P ®# ^6t)S^fr(7)#ffifi, MO^LPS<i:LBPi (^«-^^T'» L^c 
PMaELPS©|g^^^e.v^.;,^^^f, (down-modulated) -^5;^^ ^g-a•LT^^ 



(42) 



^^^l 10-505839 



m IV 

ELPS'UBP 



ELPS 



b i 



EC3bi 



EIgG 



USA 


833 


507 


915 


621 


MSA- ttHSA 


795 


455 


1,051 


45 


[B4 


846 


149 


200 


253 


LPS-LBP 


147 


628 


1, 161 


762 



' ^^X^-y^aS^&HSA C500/ig/mL) . DiAbcDIB4(25x/g/mL)* /c(i l P S 
SA (Ol^-^fetHSA Mm<Dl:40^n) ttzitLBP (5;.g/„L) ^W^^U 2 

e LPS / 4 XlO'B-zriSSSL^., BLPS' »*0. 3/.« LPS/4 XlO^Bl^mmt. ot^-p 
5^6/mLcDLBPT. *«EM 3 {C|E« J; ^ JdMSLfco ^L^x-J^Ji. 4 

tt 5 r ^ tL. r (D^mm-i C R 3 *J j; t>'FcR <t -5 r i § tt^c„ 
9. LBPttCR3*fc{iFc R<^^B2f■^;iL/^V^ 

LPSflCR3*Jj;m:D18^^«cc^{til(^^>.^<- (LFA-lfc iO^plSO, 95) (Wr 
ightfe, mm. 1986) ^^J;oT|g^$;^^5ri;a3*0P>t^T^^Sr^r;5^e,, 
LPS <7)-tlh^mi^ t cDWKim ^ffiitr 5 - i:trj;o-r, LBP i^ELPS<D^^ 

CD 1 s^m&(Dm^2mf)^hmm^tifzmmzM-r?>ELPS(D^:h,f£^^-^^^\^ 



^''^^ W«¥ 10-505839 



LBPWCD 1 8Xmmm^c;,ay^^(zM^^EiPS"(Di^^ipf,^^, 







^ m 






BLPS 


ELPS 


ELPS ' ' 


+LBP 


BC3bi 


Mm 1 


108 


31 


282 


129 


Mm 2 


185 


27 


437 


162 




17 


15 


394 


4 




5 


14 


529 


16 



' CDi8^mm^2m (cd i 8^aeito^«j„ vtroTLPsec^e^^s) 

TTKLfcm^ii. 2. 5^g/j>LOLB PHELPS '-iifctc^iDL/io 

M0 5rMCD18n,AbsT'MMLfc»S±(c;2:{f.5rir(::j;oT. MOOH^ffi ( 
apical surface) C D 1 8 ^^^^^^^^^ <u 5 ^^^.^^^^^^^^ ^ 

mmiZlEmcm^^^ («4) ir{CJ:oT.i^^tt5CD l S^^^^^e. 

C3bi*.i^t>'LPS^^^^^^^^{^p^^^^ ^y^^ 1982 ; fc>J:t>'WrI 

ghtfe. HUffl. 1986) 7)^ l^BmELPS''<Dm^iiEmA^^mmm'PX^t$mX' 

Ma^^'/t^.'§<b, EIgGO*g-^(cJ;oTTi.ir^^^fcJ;5/^FcS^f$:^3S^{^ 
»IV) „ (^««i3F^;).f,, peRi^ FeRII. FcRIII, fcJ:t>'CRl{C^-r5«ffi 



l»S:T^ 10-505839 

^^-^"^Kfc J:t>'3S®|J-g-mAbs«. L B P iMO 

10. LBP§:m^iiF c-w^^-^m^m^ii-t^ 

fz.o ^X-k-^CDii^ji^ (half-maximal phagocytosis) {^i£^>®?^feiEIgG<Dfflaf4, 

1114) „ LT. i^BP\-i^±itsm-^mm-r^fM^mmm^igGt^m-r^ 

^0\Z.m.t>i^h^„ &.m(Dpi^ (EhlenbergerP). J. Exp. Med., 145: 357-371. 197 

^x^(Dm^<Dum\ti.BP\:imm-r^tfLtmmx^^fz (04) „ 

l^BY>(D^{Z.X^XWi\-^ni>^^^i^tz.tm^nfz.. LBPS^mPSfiMO 
ir^M/^nif^/ ii$^^tL/cEfi. #:ji:MO. y^^n^^^^i^ 

-MO. *fc(SPMA$iM-MOcOV^m{Cj;oTt*:ft$tL/j;0^ofCo Mfrb 
T^To7t#^j; 19, EC3bi(737^':/^-t^^'5=•V-joj;0?PMA-flM(753^V^:^:^ 

*©*E±C7) LPS <DMmcom:>f\^<D^W}\iX;h?>, L P S f±MO t-ft* Lfc e 

o)m^ f^^-yzfi xt^i-i-rx^v. m^tvx\^^^MSi^h'om±mm^m< 

IsSff 5 fc tc: , ±mmmm 4 {Cfegc ^ tl.fc i 5 , H-^^^/u^t L B P ^ fc';^5^ 
-/WbEtCigMbfc„ so?, ^c7D;^jfeTie-a-$nfcE{i. E^SilcjhMO 4 fell 
ESMPMA-ltpJ^MO (Af^ffi#m=0) OV^-ft^^cJ;oT1.A:^$tu/cC;5- 
ofCo m7l^Xn<itcm^:^^h. fetCOlS mAb(IB4)«t'3)-5^^/Ht:F(ab)2^ 
ffl^^/ct©^ia^;^4;l*:ft$tl5<!:^^5 r <b^^L/c (:fti'^ffl^t^-482) « life 

11. LBPS^f^fi^^kWaS^ (burst) ^(l^&L-^iV^ 



WW !t#^ip 10-505839 

^mmm±icMotmm-r^r^<Dmm^t7km<Dmmtt. deiaHarpe?, a. immu 

nol. Methods, 78:323-336, 1985) l^J:^Xt&m^thfzX 0 izM^Ltz^ -f/^^b 
ib. 3~4X10'(7>MO (^3B4fcfi4 0) W)¥l7f- t--</U;^^~>^S^— 

^fi§fc$iM^jT'feS PMA (lOOng/ml) ^^^JD-T-S ^ <t J; ^) , i§^{t:**;d5i$^ 

# s r -f- r <i: ^^-r (-^mm^i^^ fznp MA{z^<>x mm ^ tvtzm^<D 12%) 

. LPS{Cfi|at-^iSg|^S7'n3.^$ix, ^5 Lrr(75||i^^-^JV^TLBP;JSL 
PSi:?a^^{c:Mf^ffl-r5r <t;iS5SSg$tt^c„ Mfr LTtrofcHilJ; , LB 
P4/c(4L P S + L B P|^S^ffi±{C*D(t-5MOCDtet5:;d5L B P ^SELPS"'(55^i§ 

'^^S^^^'^r6^:i;0^^Sig*ttfco iifeoT. LB PS^ftrfi^-ftWfiSSJiOglt^ 
12. fete D 1 4feif4c{c: iSMOtC^-g-rSLPS-LBP ^-a^|*:©t5a^ 

MOtC^-rSLPS-LBP ^^f*<^M^^|5a^i-^3 0(Z5&iCD14 mAbs<7)fg;^l ^ 
«^Lfc„ t hMO<^5^»^, O^/g/mL, 0. 15^ig/mU O.SMg/mU 1.5/zg/mU 
S/zg/mL. *3J;l>*15/zg/mL©i^^®mAb-eab-53C10, 60b* 7t fi26ic t i: 0 1 
(c:T15^>F^^>^^-s- L-Tto LBP^3SELPS'° (*J£fJij3) --W^ScDlS-^ 



^'^^^ 10-505839 

^®W^O^m^^|fe^j6fC^L7-;i^. mAb 3C10^60btt, ^tttzmAhCDm 
^^'M<:^£?>\Z^ttXm<i^-r^Hmmm^^^?,~^. n,Ab 3C10i60b{CJ:o-C 
M^n^i,<Dtimfi^:r.t:'h~y^%m-r^mAh 26ic(4. MmcOmAhMm ( 

SrPl$L^^;i^o^cr i:^.T^t-„ rof^i?). mAbs 3C10i60bi(JMO{C^-r5LPS- 
LBP^^^^:O^^Pl^^^^LTl^5, CD lib. CD 18 

. CDl 6*3j;D^HLA{C^-r^mAbs;6^'|§^^Pfi#L/^^^i^V^5«^^CJ;oT.i^ 

Mm^lC^ Bl7tt. mAbs 26ic. 3C10*J j;t>m;d^ -T-^TMO (C>?f-r 5LPS-LB 

tt. mAb?r25/zg^^'x^•^K/„,L(0^^-e7•^^,,4,{^jg^L^ 7" W h 4:<75„Ab^ 
604>P.l20t:(C-C*iJ^L. MO**<M(C^U^F;5.f,*|S-g-c^,Ab^^ 
V^^irt-r i:tCj;oT*^$tT.S„ ffi<7)mABsTfl;^£ < , ^CD 1 4 mAbt?ft?«$ 
^Xfc*ffi{Cf^*^SMOf4, LPS-LBP «^fl^T^«$^fc,^jL^O|S-^^j)^/>^ 

5CD14f4. LPS-LBP CD14;S5 
LPS-LBP ^^^©S^^t ^•^<^ffl-rSiV^5ig6(Oig^;iJ58M^tt/c„ 

13. CD 14 {4. LPS-LBP L B p m^m^'^mm^^'^i- ^ 

mm^t^fcCDl 4<D. LPS-LBP ^^«^-c75#^6*,^^|g^|^^ L/c, CD 1 
4Sr«;^;](-eiCDl 4 mAbXmtS^^mi^. ^{^*«©Triton X-100ttffi#,T'|^ 
ioTCD 1 4Sr*®tca^Lfc<, 10»<BcD^^^ 1 %coTritonSr 

'C-^LTi^iL^to CD 1 A^^ts^i^mm^i^f^mmmm^Tr^^ i-tz. -(Dm 
'»'<:mm^fhtz^mtmhfifz^ ^±{^igc^\^tzm. lps-lbp ^^i^xmm^ti 



^^^^ W«¥ 10-505 



-^rmmi^mrnvtc. Mb 26ic^^Lxmmicmm^^tzcDi 4ii lps-lbp 

o CD^4;i5LPS-LBP«-^(7);^cfec7)g^^i;LTf^ffl-r5iV^5 

14. LPS-LBP m^mt. MO'pcDTNF^Am^mmi-?, 

(FCS) <^#ffiTfC^o(t5. LPS©. |Sfl^^jti..,^^-,^„^ (pg^^ 

^'i^^PEM^S^^^^,,^,,^ NZWr>-t^:^ (2~2.5kg) (.10.g<DBCG 
^ii&S^f. (BCG^/iSM. R-200. Ribi I^ocheo. Research, Inc. Ha.ilt 
on, MT) Sr#t.35iS^» (Drakeol 6VR. Pennereco, Suiter. PA) ^mS^^^^ 
^fc. 3Bm. 120^.g<^^>^.^vwt-^-,^^^y^^ (Western Medical Suppl 
y Inc., Arcadia, CA) Sr»F^(r^@S^ m^X. 2 mM(^ L - ^.P^ ^ ^ 

/mL, 10mM.^Hepes. 2 o/^^ j. ^. ^ ^ ^^^^^ ^^^^^^ 

mL ©^J^RPMI-1640(GIBC0. Grand Island, NY)xmm<^mm^m^^ff^t' 

mm mstmmm r.wmmi.f.. ^^,.«,,.u ^ik^i^ifi^cse^ u 

37°c, 5o/oco.T-2B#r.if^. ^L<^5fe^^t-sr<b^c 



^^^^ ^^W- 10-5 05839 

mmS&±m^Uathisonlb a CUn. invest., 81:1925, 1988) {'|Btt 
^tLfcRufffe (Lymphokines, 2:235-242, 1981) (D1929T 'y±^ (D^^m^m^^^ 

1-/^^^*,. L929^IIS (CCLl. American Type Culture Collection, Rockville, 
MD) ^10uM(DEepestlO%'y^^m'M!km (Hyclone, Rehatuin F. S. , Reheis Che 

mical Co., Pheonix. AZ) Sr^^DLfcRPMI 1640 ^.T«i^L7t„ 
(3-4X10' cells/75ciii':7 7^:^) SrO. 5% h y V^^ff 5mM(75D E T A 

iS^mOnM(Dl{epes^^^mikm7i<. pH7. 4T' $ o i jjfer^ T^^/-^^v^>^D 
(l^^g/mL) ^-^tfffifigJtetcSM^L. 9et7:r./U-^u-hizmULr:i (5~7 

X 10^ cells/ ->^/i.) „ i*^2fl#p.m, m#f?i^>'://^^#^^y^^^^;f,PL., 

^I^- hSr^«^>':3r^^_ (5%C02. 37°C) „ oVNT'^||^^-eW^ L 

. itJffiSr7^;&:^hLTJtT. l>cc/^^o. 2%(^^ y ;:^i5r,ww;r^2/ io%(7) 

^/u-^ y :/io j;t>-o. oiM© y >^m^(Dmm. ph 7 st- s^Ammtz u *t-^ 

±{;?5fe#L-C^^tLfc<. IBM-PC:^ :/t°^-^^i:giggLfcBio-Te 

k Model EL3107"^-hy-y- (Bio-Tek instruments, Inc., Burlington, VT 
) SrfflV>T5>7fe5>W (550nm) LT^l:L^c„ Ts'-fe^lg;^^, 50%(^|fflijaoj§ 
<?f^±C$iJ:5TNFC0»iLTlW4 (U) i>^^m^tl^. U/mLT« L/c, 

ii^. lT5'•^r^fcfc'9 8~l2t!c<^:/^^^^^^-r^„ ^yu-hia-±. 2 

0<^*^^^2g„"„^ Re595 LPS^SRAW246. rSBflS (6X10WmL) tH-^cDBI^L^ 

fcJ;t>*Re595 LPS^aar>-y-:3fepEN (1.3X10WmL) A> h <Dm lb l^mmt^^ 
*tL5o rtL^(75;^ip„"„(S^ t hffi^x.MTNF (Cetus Corporation, Em 

eryville, CA, 2 X lO'U/mg) fc^ LT y 3 ^ T->'-t^O|$^^ 

^tt(cf£;cT^?pfLLfc„ l-y-vr/^{:lo^^T4 ^>^/^^ffi^^TT5/-fe^ 0. 

i2±o.o8 (SD) <Dmmim (sDy^mm ^mmi^tz. ^<DTy±^^m 

V^T. lOpg/mLUcD^pmcD^-^^-^^ uyr -i^m^T^F (itSttlxiOVmg 



^^^^ #3^42 10-505839 

PI#fi20U/inL (0.2ng TNF/mL (C^iS) T'feofc 

^^i^;^#fi-r5»^tM±$tvS <i:7)vT^$tLfc„ Re595LPSflSalD,on 
ella«R^«ft3(5^fcf9. E. coli 0111 : B4;^^t, © L P S if'© SS;»©^i|^;i^ 

15. LSP(7)LBP^®^^tt^ yV^^>:y'j^m^-hLBP^^mi-^ 

50mM©Hepes. lOinMOEDTA^^tMWv^pH?. 4^lZ^ mmmo. 3mg/mL© L B P ^-gr 
tfi^^-^/U^i^MLfCo lT:xy,H^oVNT. LPS^i^iiS0.125n,g/mLi;ieS 
i 5 tdJl^ Lfc„ ^-©f-^r/P(clS^^T=>;^ h 7 V^^I^SO. 125mg/mL t 

*5 j;o?i205^©rafiiT' h y :/^>^^a1^v:/y^;o^^ i ofc„ ^©f^. r ©t y = 

— h^, 12%<>'VwSrfflVNfc: KT^'iz/v-^^-^ h y 'J'iNTjf y Tj^ y /WT 5 K-y/l^S^ 
(SDS-PAGE) -e^WLfc, ia9{OT^LfcJ;5tC, r ©^|E©^* J; ^, , LB 
P L P S <Dl^^f±mm^^£'Mm-ib LBP ^^m-t^ r <!: ^iji L^^c LP 

16. fei-CDl ^n-^/I.aLflc«. t h±jfiic^3{:^j3{^^LPS-LBP fIJgTN 

^CD14 mAb©, t ^«{-fcft5MO{:;j;5TNF©^^^Pl^|:^;^, Espe 
vikb(J. Immunol. Meth. , 95:99-105, 1986) J; o TiSit ^fLfc TN F -^jg 

t h±^^mmL. mm^l Mg/mL©mAb aClO. 60b*;httIB4iirt(^. SZttc 
TSO^P^^^^-dr^^-hLfc., *ljgSO. O.OU 0.1, * Ttfll. Ong/mL 

©Re595 LPStthi^. iSflS^. ADS L;tlO%C02^ ^:3^^-<-^-cf3X'37t:T'12 



1*«5plO-5 0 5 8 3 9 

100~250ng/n.Li:m»$ttS7h*. * L B P ^^Aot"^ ^ i: fS^STS. 5 (T 
obiast,. ttlta. 1986; SOTobias fc. Infect. Immun. , 50:73-76, 1985) „ To 
biast. mtn. m9(DLBPizM-r?>LPS<Dmm^(DmWicm'5\.^X. LBP 
<^*K«J l--i/W4^*D $ tLfc L P S ^itr^^-rS X. 5 ^ CD 

WEHI^a-vl3|ffliiaf4. Trondheim (Norway) (DT. Ezpevik;5^fc^#^tl 

. 10%«FCS. O.I mM©^VP^5ix:}sj;^-30^g/„L(Z5yVi?-7^^>V^^tfRP 
MI 1640it«& (Gibco) Ti#«Lyc„ 100 nl (DRPMI1640it«J^*'? . ^flS^2X 
10^cells/weII©«ST-^^^a^^^^„^^_f,f.^^,^,^ ^^^^ 5~50/.L 

h Lfc,, ^V^T, 5mg/ml(Dit^-eMTT7^ h9 t>A(M-2128 Sig 
ma Chemical Company, St. Louis, MO) ^^fp P B S 10^ L^, ^-^^i^u^^^ 

/W;0^^1OO|.L(7)_h?f^®§|LT|^^. 0.04N(DHC 1 y 7^^^^V -/HO 

ft570nmSD«*|-fiS^S630niiiSrfflV>T, 7"^— f> ;^:7°l— h y — j5^— CBgA/fd"„ 
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NF IgGfelflcS,ffl^^-r, Mathisonf>(J. Clin. Invest. , 81:1925, 1988)®f2«c(C 

17. mmM 1 ^i6(o'^m<Di^n 

L p smmm^cDm^±(DLBPim^^^mi$i. cd 1 4 ioTsgw^^tt 

<b f;ij; or ^^ttS. LBPcoSr^f^. CD14fl, CRl. CR343j;OTcmc^-f- 

LBP^mm-i-^o b^^L;fc^)5p>, ^skm<Dm. mm<Dmmr\ ^t^^^sio^^^^ 

mm\-t. LPScO^#^;^£igg|^^^L. LPS(55jk^l.-</v-^_t^^ 

•arSo ^tT>e,<7?^-<yHSl~1000pg LPS/mLi:MK$ix5fc*e). +5>/^LBP^S 
#?iL. WPl4<^LPS-LBP^^f*;iSJFM$tL5 (Sturk?,. in Detectio 
n of Bacterial Endotoxins with the Limulus Amebocyte Lystate Test. , Wats 
on, S.W. Allan R. Liss NY 1987:371-385; van Deventer, S. J. H. h. Lane 
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et, 1:605-608, 1988) „ LPS-LBPii^{*(4-^^ p :7 r-i^/^«,^gE(75HgflS±o 

**fi. CZmmML^msG^mni.X\^^m^\C(D?^Wim^tl (Ehlenberger?> 
, J. Exp. Med., 145:357-371, 1977) , ^ LTja^{k;*C^(Z);^ttifi$tl/^;0^o 
tz. (Wright, J. Exp. Med., 158:2016-2023, 1983) „ 

^>^gi$tt/^V^ (05) „ LBPfi4yc:C3©J;9tc:f^fflL. ^j^^iWIgGT'MM 
$nfc*^^Jt3^Lfc (04) „ LBP(D:f^y^>^^^ii^ C3(D^^t^-r 

;a^lo<75,^.-etSa-t-5(^-r#V^V\ MO^PMA(Wright 6>, iuHJ, 1982) ^^cfS^ 
(Wright P>.,tuffi, 1983)/^i'(Z)Mt!3*«J^^SL7ti#{C. 

Mfr ^ ^^^A ^ s ^ ^ ^ § ^ L B P ^ © j; 9 S 

18. mm 

■^^^^^uyy-i^ Rkmm^m2M. 7 (RAW264. 7) (ATCC#TIB71) . ^ ^ ^ 
^ n 7 T-i^lHia^|fEj774. 1 (J774. 1) (ATCC#TIB67) . L929. SW620 (ATCC#CCL227) 

fcJ;l>'THP-l (ATCC#TIB202) ^MCCt^hA^ L^Co ^m^m^^tc^ ^y<-^^xiy 
T®t)A*tir^^5, Hara-Kuge, J. Biol. Chem. , 265:6606-6610, 1990 COfBit 
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Varesio (National Cancer Institute, Frederick, m)t-!bmm^iv. :^mm^ 
^r-m^XmtLXm^^KXl.^?.. Blasi ^(Eur. J. i™ol. , 17:1491-149 

(FCS) (HyClone, Logan, Utah) . 2 niM©L-^V^i5^ 5 ^ (GIBCO, Grand Island 
, NY) , 50ug/mL(D^huyh-^4^y> (GIBCO) fcJ;t>*50U/mL©-<=>^y ^ (G 
IBCO) ^mmLtzM:^^ V h^^»RPMI 1640 (^^RPMI) (GIBCO) t'T^i^* Ufc 
o SW620^fla(4. RPMI 1640^DmMt Ltzmamcmm (^^MEM) xmwLtz. 

Tm>-mm^. Tobias p,<^:5:i^ mm. 1993) tciEie^ti^cipt. o.i^m©], 

25v>t Kaar^^t'^ ^ 3 (Biomol Research Lab, Plymouth Meeting, PA)X 

v-h-/!^ (GPI) TV;^^^|8^LT^^5-^^;^::^^B70Z/3^la (70Z/3-hCD 
14) . 'f>b<«^^IKt ^CD14^|S^LTV^5•^ri,;^:^^B70Z/3^Jife (70Z 

/3-hCDi4Ci) . *fcttS-«^^-eF9v^:7:.^,/3VL;^c-^^;.:^^B70Z/ 
Smm (70Z/3-RSV) Sr^^L. LT;*:K|fll»fc5Ji^*tlTV>5. Lee 

f.(Proc. Natl. Acad. Sci. USA, 90:9930-9934, 1993)WJtSfe{^fS«$tbfc J; 5 

i^mmi^fz. ^^^■y = ^-^at^-7■^'^l!Ili^Stts■v^^7r-v= (pem) 

##:i:iSfci:LTrr^^g^^iS^^TV^5Hanfc(J. Biol. Chem., 268:25009-25014. 

i993)<D^Mi,zmm^titzj:^ic^xmz. h<DmmikW(^&mm (huveo © 

¥ilirlSiff4, ##:^:i^iLTi^{c:5^Ji^^^TV^5Puginfc (Wffi. 1993a) *J 
ctD^Pugint mm. 1993b) ®^fife{CfE«^tLfci 5 {;iff o/c^ 

^xN°y>'^a (lOU/mL) (D±!iiLtt. 'L^fiiggifct j;oTBalb/c-^ ^^^;5.fe#fCo 
19. KM 

Bacillus subtilis. Staphylococcus aureus, StreptococcifiOAS¥*J J;t>*B# 
. Streptococcus pneumoniae, *3 ct ^^Streptococcus mitis^^ C^,<Dmmmmmm 

ftll0^ift(GraciaP,, J. Biol. Chem., 262:15400-15405, 1987; Dejonget, J. 
Biol. Chem., 267:11248-11254, 1992;Heumann HUffi) {ClE«$ttfc J; 5 (C L 
-CA^L, mmLfz. S. aureus<D-simi±-^y^V^V:^^^ii. R. Dziarski (Indi 
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ana University, Gary, IN) A^^m^^tlTz. t H37Ra ^(DVyi^Tyif 

J-^-^-ri^ (LAM) fi, P. Brennan (Colorado State University, Ft. Collins, 

--^^y-^V^^^^p^^ (^-IFN) Robert Schrli 
berWi (Washington University, St. Louis, MO) $ tl. ^ LTE. coli 

Oil l:B4»LPSttList (Campbell, CA) d^e>A^ L^::„ *^YkReS95 (FITC-LPS) (4 
. Skellyt (Infect. Immun. , 23:287-283, 1979) {Cfett^tUTt j; 5 (CS^ L7t„ 
feiCD14 63D3 mAb(ATCC, Rockville, MD){4. L/c fexCD14 28C5 mA 

b (i. D. Leturcq*Jj;t>'A. Moriarty (R. W. Johnson Pharmaceutical Research I 
nstitute, San Diego, CA) A# Lfc„ fei:hIL-8fctjfiL^t(4. S. L. KunkeKUnive 
rsity of Michigan Medical School, Ann Arbor, Ml);5>f,^-^^tVfc„ 

LAM. ^^j.m'm^mAmmm. *fcfipr^+4^:;^^ K^y^v-coLPsi'SA 

^n^c;'^.:.:^^ -Ty^^ (chromogenic limulus assay) (Bi 

oWhittaker, Walkersville, MD) ^^BV^TSftfg L/c^ SO/x g/n.L(7>7K y 5 :J^->^B 
(CalBiochem, San Diego, CA) L P S ^ixg^^l^v vTKi^$tL/tV>-rtt 

^tt«B»S{±100ng/mL©E. coli 0111 :B4© L P S {C^S^ L/^V^;S^ LPS-Rft 
C3H/HeJ-v^ n yy-iy^mmt L^c„ 
20. ^1>;^CD 1 4*3j;0?TNF©|g^ 

{mmm) cDNASrLeet (J. Exp.Med., 175:1697-1705, 1992) <5D^^frfa 
ic$i^fcy7^^-S^ffl^^fcPCR^CJ;oT^#. E.coli DHSa™©?F^g^^tc^^ $ 
tl.5pDSpv3i^^aiSI8||-:^ 0. 5LO*IM«^^^. 

C- 4^ ^A(Pierce Chemicals, Rockford, IL) tT± h ^ h V ^l-X h V y a u 

mm<Di»mmi^m ^^^tzmmnpiaz i o t*sm l^c iif5>^sDs-PAGE-^^.P±r'4i 
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^^:/^-(microsequencing)Sr. Matsuura (Nucleic Acids Res. , 17:2132, 1989) 

mmx.-.'y:^TNF~a (mTNF-a) Kravchenko ^ tyhl^^ 
(1994) (Cffitt^tt^cJ; 5 (c:-.^;.COTNF- « Kf^ c DNA^^t.^ 

KSrl^^^T. ±f2i 1^ CISMiio iOtpT^^,.^,^;^^^,^^^,^ ^^^^ 
, DE-52fcJ:t>-b Fa^^yT.<^^ ^^^^^-^^^^ n-. ^^^:7^^S^fflV^T 

tT/=eofc„ WM$*tfc«-*^,7)N-5feC®^^;j©20T-y^<;5-^^^n^>-/r^~> 

■^'y^TNF-a<D±^fSm<omit^. Espevik iNissen-Meyer (J. I„oI. M 
ethods, 95:99-105, 1986) (dffift^ tt/c i 5 (C, r.~^^l3^^^^^^ 

o 

g <^*m;t-^;^CD14T'24il(r^;to-C8|Hl&T^^Lfc„ BlOBfOi^-rJ: 

" Becton DicKinson. Lincoln Park. NJ) . RAW264fe^ o'J774^ 

/iSirS^SLfc AndrewiTitustJ:oT|att*ttfcJ:5f^ (Current Protocols i 
n Immunology, te. New York: John Wiley & Sons, pp. 2. 8. 5, 1991) ^ML^« 
MlgG«F(ab' ).»f>t^±ifc^»t.rt;t Tftffl L/c ^ # 

^SLT^^/£V^^1^=as.IgG;6.^i^MLyhF(ab•).^IgGW>^-^i. 
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^^^/W-YyC/h-/H#^W^;^4,!J,,^-1.-C (PI-PLC, Sigma) T-ST^Cf^T 1 B# 

rnmmLtzMmtzmnms^ (5xio» ceiis/mD -^^^ii&ift^fsji urfr 

ii^J^feC/c, LX)^L, LR9*3j;t>'L929||Biia;e^fcc^^t^£;-r^ilf5>f±^-7,>;;^CD 
14{::SiSL/^^^ofc„ -ixP,<75T^-i5r^^^-^^^^ fei-^-^^^CD l 4fe^^*;i5 
^^®-^^^CD l 4 ^ggHj-T^ 5^55^ *JJ;0^LR9||eiiS(4CD14^|g 

hCDl 4^y^n-^ywfetfr^ MY-4. 6303. 3C10<^^^-ftL^;l J; -bMlli-e^ 
22. fet- t h C D 1 4 

LTffiV^Ti'=¥Sr^^L;t<. mmLtzIgGtFUb- h IgG»f>}-^. AndrewiTitus 

BfaflmxCD14S^|8^LTV^6. ^ 7 V;^ 7 ^ ^ ^> h L^c C HO^flS^ffl 
V^T. ':7:.^^:y:fu.y^^^^^^^^ ELISA(sCD14Sr^miLrffl^^T). 

23. IIBflSStt{k(Z)SiJ^ 

RAW. J774, GG2EE^ilSMOTcC3H/FeJ-^.>>^;i.t>0)|I|®?lffi-^^n7T-i^ (P 
EM) (LPS mm *?t«C3H/HeJ-v'>;^;6.f,(D)«m$tti-7^n:7r-v> (PEM 

) (LPS^Jt^^m) Sr. ^»L/c-?^^nj5^^^-:7'^_ |,(^^ RAW*J J; t;?J77 
4;NB/i&^.IOV^T«2~3 XIO^ cells/i^cc/P. PEM «HflS{^O^^T^4lO^ cells/^? 
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RPMIT'i5fei|.Lfc:„ (l)LPS, (2) A^ttMcTjKflM. (3) LAM. (4)-vr>;^ 
TNF-a. (5)*Jg^^22tc:fBec^i|tmt FCD 1 4fetf*:iif^>©M/£5j.g^i^ 
0.5n.g/mL®fc h Jk?f T/u:/ $ ^^^i^teiL^RPMi l640-e;^f^L. 1 i^V:/ 

gma) Sr-a-ti"200)uL(75^^-e^7/^o/t<, 

^^<-o;^.,7)^^{^*3^^-Cfi. WEHI^^^Vl3.^V;^-T5.-fe^ (Espevik) 

o ±f»f4. DingfeQ. Immunol., 141:2407-2412, 1988)©^5:}CffB«c$^fc J; 5 
-t-r (Mosmann, J. Immunol. Methods, 65:56-63, 1983) T^ff ffi L/c # m 
•v-i^^CDl 4fet^(S. J774^1ia{rfe(t5LPS-S7h{iB.subtilis|ffliiaMfife# 

r«^^ ^-^^e^-?- h L. rr Vx> >$nfcjfe«^EspevikiNissen-Meyer (gr 
m) '^;^&S^ffi^^;^cTNF4#,?g^4(ro^^T«i^Lfc„ THP - l «Bfla^fflV^/c 
*!^T'fi. iBlilSSrO. 5mg/mL(^ t ^i^[LST/^^■ $ >'*^tp|!ijk«RPMlT 2 0^?^ L 
. MjfiL«igift{c:S!l^L. 5-7X10^ celIs/'^':./^T'S^^/c„ r>.>fl^JSii^ ( 
Sigma) Sr*li^^^5%<h/i5J:5fr^*nL7t<, tt^^ift^cDLPS. 
, LAM4 /c fi pl^tt^ K ^ y feif* <t t> S L T' 2 -^^ :c 
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IL-8^±5z!!L;^cStandiforde,(J. Immunol.. 145:1435- 
1439, 1990)(C|Btt^ilfcj:5tELISAr«L. miZiZ'^^^TjkLtc^ 

fc. mm^^±RPMUzmmL. 48^>:ny^:^^- ^ (costar) 10^ cells/ ^7 

-^^/0.5mL-t:-^V^fc<, 5%<yz.li^<MiSn.m^x. «^0^«<75LPS. B. subtilis 

ms^mmm!^. ^tza-^^ =^y<^^VT<DLAMvmmL.tz. igM©ig^f±, 37 

. LPS. ^i!aM*Jj;t/LAM(4. *ffliISlSffi(^h CD 1 4 ;45^^$ttfci:^{CIgM(^ 

^S-sCD14S:. Han?> (mtH) J; ^ C D 1 4 O c D N AT' h 7 7 

^ ^:t—>- (Dupont NEN, Boston, MA) ir tif'-T >':J^^'<— f. Uf^o ''S - s 
CD 1 4^ia^-ft:feT:CD 1 4 mAbTS)563D3^ffl^^-ClfflJ!|g<551:«#±^;^,.P>^f^L 

''S - s CD 1 4 <Z)i!g^SrPugint (ffitti) I993atCfE«c$ttyc J; 5 {CEIISA 
•e^fiL. SDS-PAGET'95%^i@xL§M«*^-r5r<?r;S5eqp,;5.(C/jofCo 
Mttf*. 150 cpm/ng-efoofco - s CD 1 4 ©JNeHSiifC^fr-S^-^Sri^T 
5{CLTffFffiLfc : 120;zg/niL<?5S.mitis©^j5aM (*(;i^^tt(55jlf:9.) ^r, 

(PBS) , pH7. 3{c:!^®^1±, 120ng/mL(75^=S - s CD 1 4 i37°CT' 1 

:y^:^^-hLtc. ^(DWi. m^m^mmm'L- as.ooog) ^mi-x^uy 

S'J^0^^^c*5^^T, SkellyP, (tfftij) <^;fyffi(c:j;oTIlMLfc, *^^-^L/c 
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7/V^Uir^>Sr^tfReS95 (FITCReS95-LPS) 0)-^yt?miK sCD14(cM-^ 
l^'ftm^mmiiC±^-f-^^i:t>ni^tlt:Zc -(^J; 9^£^3fe«0^{t:(l, sCD14 
*^?:^L P SM^^ Wt^lS^LTV^^ L P so y Tyu^^ i.^^^^ pTfgfC 

LfCo ^^3^^^^y TWLAMSr. - 7- -^^^ {-^.^.-^^^^ L.. F 

ITC-ReS95-LPS<75. s CD 1 4 ^(D'^^^ttJ^Wr^mtl^m^l^r^^ ^©ll^tC 
*5V^rf4. LPSfc^ Lr50~250f§ (w/w) iipJWLAM :Sr20iig/inL (7?FITC-ReS95 L 

^^»0.25mL) C7)#^£T(::^^)DL;^C„ ^3fc<Z)^^kfl. SLM6000*3fe»J^^ (SLM, 
Amico. Urbana, IL) ^fflV^T, ©l4B^*490nmio j;t>'|g3fefe«520nm-e. #-«rfe 
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